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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: sssptal202txn 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* * 


* * 


* * 


* + 


* Welcome to STN International 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N, America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


AUG 


09 


INSPEC enhanced with 1898-1968 archive 


NEWS 


4 


AUG 


28 


ADISCTI Reloaded and Enhanced 


NEWS 


5 


AUG 


30 


CA(SM) /CAplus (SM) Austrian patent law changes 


NEWS 


6 


SEP 


11 


CA/CAplus enhanced with more pre-1907 records 


NEWS 


7 


SEP 


21 


CA/CAplus fields enhanced with simultaneous left and right 










truncation 


NEWS 


8 


SEP 


25 


CA(SM) /CAplus (SM) display of CA Lexicon enhanced 


NEWS 


9 


SEP 


25 


CAS REGISTRY (SM) no longer includes Concord 3D coordinates 


NEWS 


10 


SEP 


25 


CAS REGISTRY (SM) updated with amino acid codes for pyrrolysine 


NEWS 


11 


SEP 


28 


CEABA-VTB classification code fields reloaded with new 










classification scheme 


NEWS 


12 


OCT 


19 


LOGOFF HOLD duration extended to 120 minutes 


NEWS 


13 


OCT 


19 


E-mail format enhanced 


NEWS 


14 


OCT 


23 


Option to turn off MARPAT highlighting enhancements available 


NEWS 


15 


OCT 


23 


CAS Registry Number crossover limit increased to 300,000 in 










multiple databases 


NEWS 


16 


OCT 


23 


The Derwent World Patents Index suite of databases on STN 










has been enhanced and reloaded 


NEWS 


17 


OCT 


30 


CHEMLIST enhanced with new search and display field 


NEWS 


18 


NOV 


03 


JAPIO enhanced with IPC 8 features and functionality 


NEWS 


19 


NOV 


10 


CA/C/^lus F-Term thesaurus enhanced 


NEWS 


20 


NOV 


10 


STN Express with Discover! free maintenance release Version 










8.01c now available 


NEWS 


21 


NOV 


13 


CA/CAplus pre-1967 chemical substance index entries enhanced 










with preparation role 



NEWS EXPRESS NOVEMBER 10 CURRENT WINDOWS VERSION IS V8.01c, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 



NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS LOGIN Welcome Banner and News Items 

NEWS IPCS For general information regarding STN implementation of IPC 8 

NEWS X25 X.25 communication option no longer available 

Enter NEWS followed by the item niunber or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 
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************** STN Columbus *************** 
FILE 'HOME' ENTERED AT 11:02:04 ON 20 NOV 2006 



=> file reg 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 11:02:16 ON 20 NOV 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 
DICTIONARY FILE UPDATES: 



19 NOV 2006 HIGHEST RN 913611-00-4 
19 NOV 2006 HIGHEST RN 913611-00-4 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing does apply when 
conducting Smart SELECT searches . 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http: //www. cas . org/ONLINE/UG/regprops . html 



=> 



Uploading C:\Program Files\Stnexp\Queries\10726486a . str 




i 



chain nodes : 

10 12 18 25 26 32 33 
ring nodes : 

1 2 3 4 5 6 7 8 9 11 13 14 15 16 17 19 20 21 22 23 24 
chain bonds : 

5-26 6-25 7-12 8-10 10-11 15-18 18-19 25-32 26-33 
ring bonds : 

1- 2 1-6 2-3 2-7 3-4 3-9 4-5 5-6 7-8 8-9 11-13 11-17 13-14 14-15 15- 
16-17 19-20 19-24 20-21 21-22 22-23 23-24 

exact/norm bonds : 

5-26 6-25 7-12 15-18 25-32 26-33 
exact bonds : 

2- 7 3-9. 7-8 8-9 8-10 10-11 11-13 11-17 13-14 14-15 15-16 16-17 18-19 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 19-20 19-24 20-21 21-22 22-23 23-24 
isolated ring systems : 
containing 1 : 11 : 19 : 
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Match level : 

IrAtom 2:Atoin 3:Atom 4:Atom 5:Atom 6:Atom 7:Atom 8:Atom 9:Atom 10:CLASS 
11: Atom 12: CLASS 13: Atom 14: Atom 15: Atom 16: Atom 17: Atom 18: CLASS 19: Atom 
20: Atom 21: Atom 22: Atom 23: Atom 24: Atom 25: CLASS 26: CLASS 32: CLASS 33: CLASS 



LI 



STRUCTURE UPLOADED 



=> d LI 

LI HAS NO ANSWERS 
LI STR' 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 sample 

SAMPLE SEARCH INITIATED 11:02:40 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 12 TO ITERATE 



100.0% PROCESSED 12 ITERATIONS 

SEARCH TIME: 00.00.01 



9 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * ^COMPLETE* * 
BATCH **COMPLETE** 

33 TO 447 
9 TO 360 



L2 



9 SEA SSS SAM LI 



=> s 11 ful 

FULL SEARCH INITIATED 11:03:12 FILE 'REGISTRY* 
FULL SCREEN SEARCH COMPLETED - 284 TO ITERATE 



100.0% PROCESSED 284 ITERATIONS 

SEARCH TIME: 00.00.01 



228 ANSWERS 



L3 



228 SEA SSS FUL LI 



=> file hcaplus 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
167.38 



TOTAL 
SESSION 
167.59 



FILE 'HCAPLUS' ENTERED AT 11:03:30 ON 20 NOV 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 
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Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 20 Nov 2006 VOL 145 ISS 22 
FILE LAST UPDATED: 19 Nov 2006 (20061119/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> s 13 
L4 



933 L3 



=> s L4 and (urina? or bladder or excretory or dysuria) 



129021 URINA? 
35027 BLADDER 



6221 EXCRETORY 
267 DYSURIA 

L5 30 L4 AND (URINA? OR BLADDER OR EXCRETORY OR DYSURIA) 



=> d his 



(FILE 'HOME' ENTERED AT 11:02:04 ON 20 NOV 2006) 



LI 
L2 
L3 



FILE 'REGISTRY' ENTERED AT 11:02:16 ON 20 NOV 2006 
STRUCTURE UPLOADED 
9 S LI SAMPLE 
228 S LI FUL 



L4 
L5 



FILE 'HCAPLUS' ENTERED AT 11:03:30 ON 20 NOV 2006 
933 S L3 

30 S L4 AND (URINA? OR BLADDER OR EXCRETORY OR DYSURIA) 



=> d 15 1- ibib abs hitstr 

YOU HAVE REQUESTED DATA FROM 30 ANSWERS 



- CONTINUE? Y/(N) :y 
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CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 



L5 ANSWER 1 OF 30 HCAPLUS COPYRIGHT 2006 ACS On STN 
ACCESSION NUMBER: 2006:990012 HCAPLUS 

DOCUMENT NUMBER: 145:410513 

TITLE: Acetylcholinesterase inhibitor acting on the brain 

improves detrusor overactivity caused by cerebral 
infarction in rats 
AUTI»}R{S): Nakai, H.; Alcino, H.; Kaneda, T.f Matsuta, Y.l 

Shiyana, R.; Tanase, K.; Ito, H. > Aoki, Y.t Oyaaa, Nw 
Miva, Y.; Yokoyaraa. O. 

Departnent of Urology, University of Fulcui. Katsuoka. 
Fukui ( Japan 

Neuroscience (San Diego, CA, United States) (2006), 
142(2). 47S-4B0 

COOEN: NRSCDNt ISSN: 0306- 4 S22 
Elsevier 
Journal 
English 

Purposes The functional contribution of the cholinergic pathway in the 
frontal cortex to micturition was evaluated following cerebral ischemia. 
Furthenaore, it was examined whether reactivation of this regulatory system 
using acetylcholinesterase inhibitor could improve detrusor overactivity. 
Methods: Left middle cerebral artery occlusion (KCAO) was performed in 
female Sprague-Dawley rats. Choline acetyltransf erase (ChAT) activities 
after MCAO were assayed to assess the damage to cholinergic neurons. ChAT 
activities in the bilateral cortex, hippocampus, and pons were calculated by 
measuring the conversion of 1-(14C] acetyl-CoA to [14C} acetylcholine. 
Effects on cystometrog. of i.v. or i.c.v. donepezil hydrochloride (DON), a 
centrally acting acetylcholinesterase inhibitor, were investigated in 
conscious sham-operated (SO) and cerebral infarcted (CI) rats. To 
investigate whether DON in the forebrain was affected, we decerebrated 
rats after CI or SO, and investigated the effects on cystometrog. of i.v. 
DON. Results: Bladder capacity was markedly decreased after 
MCAO, and remained below half of the pre-occlu9ion capacity. The greatest 
increase in bladder capacity was attained at 1.2 * 10-2 
nM/kg of DON given i.v., with a change of 52.81 (P<0.05). In eases of 
i.c.v. DON, the greatest increase in bladder capacity was at the 
dose of 6 ^ 10-2 pmol with the change of 95.8% (P<0.01). The 
activity of ChAT was decreased in the left cortex and hippocampus 24 h 
after MCAO (P<0.0&). In decerebrated rats, low dose of DON did not change 
micturition parameters. Conclusions: These results suggest that by 
upregulation of the forebrain muscarinic inhibitory mechanism, 
acetylcholinesterase inhibitor improves detrusor overactivity by cerebral 
infarction. 

120011-70-3, Donepezil hydrochloride 

RLt OHA (Drug mechanism of action)! PAC (Phamacological activity)! THU 
(Therapeutic use)i BIOL (Biological study) i USES (Uses) 

(acetylcholinesterase inhibitor acting on brain in^Droves detrusor 
overactivity caused by cerebral infarction) 
120011-70-3 HCAPLUS 

IH-Inden-l-one, 2, 3-dlhydro-5, 6-dimethoxy-2-[ ( 1- (phenylmethyl) -4- 
piperidinyl]methyl]-, hydrochloride (9CI) (CA INDQC NAME) 
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REFERENCE COUNT: 



^CH2-Fh 



18 THERE ARE 18 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR(S): 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 



2006:817760 HCAPLUS 
145:180983 

Treating microvasculature diseases with 
acetylcholinesterase inhibitors 
Wills, Stef>hen 
USA 

PCT Int. Appl., 61pp. 
CODEN: PIXXD2 
Patent 
English 



PATENT NO. 



KIND DATE 



WO 20060B6698 



APPLICATION NO. 



WO 2006-US4857 



W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI. 


GB, 


GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR, 




KZ, 


LC, 


LX, 


LR, 


LS, 


LT, 


Ul, 


LV, 


LY, 


HA, 


MD, 


H6, 


NX, 


MN, 


HW, 


MX, 




MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OH, 


P6, 


PH, 


PL, 


PT, 


no. 


Ml, 


SC. 


SO, 


SB, 




SG,. 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN. 


T», 


TT, 


TZ, 


UA, 


U6, 


US, 


uz. 


vc. 




VN, 


YU, 


ZA. 


ZH, 


zw 
























RW: 


AT, 


BE. 


BG, 


CH, 


CY, 


C2, 


DE, 


DX, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 


LT, 


LU, 


LV. 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ. 




CF, 


cc. 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 




GM, 


KE, 


LS, 


K», 


HZ, 


NA, 


SD, 


SL, 


sz. 


TZ. 


UG, 


ZH, 


ZW, 


AH, 


AZ, 


BY, 



XG, KZ, MD, RU, TJ. TM 
US 20061 B3733 Al 20060817 

PRIORITY APPLN. INFO. : 



US 2006-3S2165 
US 2005-651613P 
US 2OO5-663204P 
US 2005-670256P 
US 2005-677366P 



20060210 
20050211 
20050321 
20050412 
20050504 



There is disclosed a method of treating various diseases caused by 
Bdcro-vaseulature circulation problems, including, but not limited to, 
vascular insufficiency, phantom pain, diabetic neuropathy, neuropathic 
pain, autoimmune/inflammatory diseases (e.g., multiple sclerosis, 
Parkinson's disease, Crohn's Disease, lupus, rheumatoid arthritis, 
polymyalgia rheumatica, polymyositis, dermatomyositis, sarcoidosis), 
urinary retention, lymphoedema. and chronic renal insufficiency. 
Specifically, there is disclosed a treatment providing an effective 
of an acetyl cholinesterase Inhibitor compound (or combination of 
to treat one or a plurality of Bd.crovasculatuce diseases. 
120011-70-3, Aricept 

RL: PAC (Phamacological activity)* THU (Therapeutic use)! BIOL 
(Biological study) > USES (Uses) 

(treating inicrovasculature diseases with acetylcholinesterase 

inhibitors) 
120011-70-3 HCAPLUS 

IH-Inden-l-one, 2, 3-dihydro-5,6-dimethoity-2-[ (1- (phenylmethyl) -4- 
pipcridinyDmethyl]-, hydrochloride (9CI) (CA INDEX HAKE) 



LS ANSWER 2 OF 30 HCAPLUS COPYRIGHT 2006 ACS on STN (Continued) 
^CH2-Ph 
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ANSWER 3 OF 30 HCAPLUS COPYRIGBT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR(S) : 
?ATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORHATKM: 

PATENT NO. 



2006:769191 HCAPLUS 
145:202921 

Therapeutic agent for overactive bladder 

resulting from cerebral infarction 

Yokoyama, Osamut Nakai, Maaahacu 

Eisai Co., Ltd.. Japan 

U.S. Pat. Appl. Publ., 40pp. 

CODEN: USXXCO 

Patent 

EngUah 

I 



KIND DATE 



APPLICATION NO. 



DATE 



US 2006172992 
PRIORITY APPLN. INFO, 
OTHER SOURCE (S; 



Al 20060803 US 200S-203901 20050815 
US 2004-601425P P 20040813 

KARPAT 14 S: 202921 
An agent for treating overactive bladder resulting from cerebral 
infarction, con^rising administering a coiqpound having a cholinesteraae 
inhibitory activity or a phamacol. acceptable salt thereof. 
120011-70-3P, Donepezll Hydrochloride 

RL: PAC (Pharmacological activity^ SPN (Synthetic preparation)! THU 
(Therapeutic use) r BIOL (Biological study)* PREP (Preparation)! USES 
(Uses) 

(therapeutic agent foe overactive bladder resulting from 
cerebral infarction) 
120011-70-3 HCAPLUS 

IK-Inden-l-one, 2,3-dihydro-5,6-diBethoxy-2-[ [1- (phcnylnethyl) -4- 
piperldlnyl] methyl]-, hydrochloride (9CI> (CA INDEX NAME) 



• HCl 



120014-06-4 120014-11-1 120014-13-3 
120014-15-5 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(therapeutic agent for overactive bladder resulting from 

cerebral infarction) 
120014-06-4 HCAPLUS 

IH-I ndan-l-one, 2* 3-dihydro-5, 6-dimethoxy-2- [ [1- (phenylmethyl) -4- 
piperidlnyl]nethyl] - (9CI) (CA INDEX NAME) 



L5 AN5VER 3 OF 30 K»PLUS COPYRIGHT 2006 ACS on STN (Continued) 



^CH2-Ph 



RN 120014-11-1 HCAPLUS 

CN IH-Inden-l-one, 2,3-dlhydro-5, e-dimethoxy-2-[ [l-[ (3-nitrophenyl) methyl) -4- 
piperldlnyll methyl]- (9CI) (CA INDEX NAME) 



RN 120014-13-3 HCAPLUS 

CN IH-Inden-l-one, 2- [ [1- [ (3-f luorophenyl) methyl] -4-plperidlnyl)methyl] -2,^- 
dihydro-5,6-dinethoxy- (9CI) (CA INDEX NAME) 



RN 120014-15-S HCAPLUS 

CN IB-Inden-l-one, 2.3-dlhydro-6-methoxy-S-(l-methylethoiiy)-2-{[l- 
(phenylmethyl) -4 -pipe rldlnyl] methyl]- (9CI) (CA INDEX NAME) 



CH2-Ph 



L5 ANSVER 4 OF 30 HCAPLUS COPYRIGBT 2006 ACS on STN L5 ANSWER 4 OF 30 HCAPLUS COPYRIGHT 2006 ACS on STN 

ACCESSION NUMBER: 2006:439288 HCAPLUS 

DOCUMENT NUMBER: 145:389101 CH9-Ph 

TITLE: 3- Year Study of Donepezll Therapy In Alzheimer's ^ * 

Disease: Effects of Early and Continuous Therapy 
AUTHOR(S): Winblad, B.> Wlno. A.i Engedal, K.t Soininen, H.; 

Verhey, 7.t Valdemar, G.; Wetterholra, A.-L.i Haglund, 

A.; Zhang, R. ; Schindler, R. 

CORPORATE SOURCE: Oonepezil Nordic Study Group, KaroUnska University ^ 

Hospital Huddinge. Stockholm, Swed. 

SOURCE: Dementia and Geriatric Cognitive Disorders (2006), REFERENCE COUNT: 40 THERE ARE 40 CITED REFERENCES AVAILABLE FOR THIS 

21(5-6). 353-363 RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CODEN: DGCDFX! ISSN: 1420-8008 

PUBLISHER: S. Karger AC 

DOCUMENT TYPE: Journal 

LANGUAGE: EngUsh 

AB Delays in the diagnosis of Alzheimer's disease, and, therefore, delays in 

treatment, may have a detrimental effect on a patient's long-terra 

veil-being. This study assessed the effects of postponing donepezil 

treatment for 1 yr by comparing patients treated continuously for 3 years 

with. those who received placebo for 1 yr followed by open- label donepezll 

for 2 years. Patients (n - 286) trith possible or probable Alzheimer's 

disease (according to DSM-IV, NINCDS-ADRDA, and Mini-Mental State 
Examination 

criteria; see text) were randomized to receive donepezil (S og/day for 4 
vk, 10 ng/day thereafter) or placebo (delayed-start group) for 1 yr. Of 
the 192 completers. 157 began a 2-yr, open-label phase of donepezil 
treatment. Outcome measures were the Gottf rles-Brane-Steen scale, the 
Mini-Mental State Examination, the Global Deterioration Scale, the 
Progressive 

Deterioration Scale, the Neuropsychiatric Inventory, and safety (adverse 
events). Mixed regression anal, was used to compare changes between the 
groups over 3 years on the efficacy measures. There was a trend for 
patients receiving continuous therapy to have less global deterioration 
(Gottf rles-Brane-Steen scale) than those who had delayed treatment (p ■ 
0.056). Small but statistically significant differences between the 
groups were observed for the secondary measures of cognitive function 
(Mini-Mental State Examination; p*O.004) and cognitive and functional 
abiUties 

(Global Deterioration Scale; p 0.0231) in favor of continuous donepezil 

therapy. Over 90% of the patients in both cohorts experienced one 

treatment-emergent adverse event; most were considered mild or moderate. 

In conclusion, patients in whom the start of treatment is delayed may 

demonstrate slightly reduced benefits as compared with those seen in 

patients starting donepezil therapy early In the course of Alzheimer's 

disease. These data support the long-term efficacy and safety of 

donepezll. 
IT 120014-06-4, Oonepezil 

RL: AOV (Adverse effect, including toxicity); PAC (Pharmacological 

activity); THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(long term donepezil therapy was well tolerated and that incidence of 
Alzheimer's disease decreases in patient over time with treatment) 
RN 120014-06-4 HCAPLUS 

CN IH-lnden-l-one, 2. 3-dihydro-S, 6-dimethoxy-2- { [1- (phenylmethyl) -4- 
plpe rldlnyl) methyl)- (9CI) (CA INDBt NAME) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENT0R(5) : 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUOT: 
PATENT INFORMATION: 

PATENT NO. 



2006:268371 KCAPLUS 
144:305160 

Therapeutic drugs for age-related overactive 

bladder containing cholinesterase inhibitors, 

treatment of overactive bladder with the 

drugs, and screening of the drugs 

Yokoyana, Osanu; Na)cai« Shojlt Akino, Hironobu 

Eisai Co., Ltd., Japan 

Jpn. Kolcai Tokkyo Koho, 44 pp. 

CODENt JXXXAF 

Patent 

Japanese 

1 



KIND DATE 



APPLICATION NO. 



DATE 



JP 2006077006 
US 2006135507 
PRIORITY APPLN. INFO. i 

OTHER SOURCB(S) : 



A2 
Al 



20060323 
20060622 



JP 2005-235436 
US 2005-203899 
JP 2004-235932 
US 2004 -6014 4 2P 



20050815 
20050815 
A 20040813 
P 20040813 



MARPAT 14 4:305160 

The drugs contain cholinesteraae inhibitors, their pharnacol. -acceptable 
salts, or solvates thereof. The inhibitors may be cyclic amine derivs. 
<Markush structures given). Substances which inhibit age-related 
overactive bladder are screened by (1) administering 
cholinesterase-inhibiting coapds., their salts, or solvates thereof to 
nonhuman mammals and (2) detecting or measuring 21 change selected 
from those in bladder volume, bladder contraction 

pressure, and residual urine volume Thus, l.v. adioinistration of donepezil 
hydrochloride (preparation given) to rats having vesical fistula increased 

bladder volume 

120011-70-3P, Donepezil hydrochloride 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation)* THU 
(Therapeutic use)> BIOL (Biological study) t PREP (Preparation) j USES 
(Uses) 

(cholinesterase inhibitors for treatment of age-related overactive 
bladder and drug screening using change in bladder 
volume, bladder contraction pressure, or residual urine volume as 
index) 
120011-70-3 HCAPLUS 

IH-Inden-l-one, 2,3-dihydco-5,6-dimetho»y-2-( (1- (phenylmethyl)-4- 
piperidinyl] methyl]-, hydrochloride (9CI) (CA INDEX NAME) 
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(Continued) 



120014-06-4 120014-13-3 120014-15-5 
361547-23-1 

RL: PAC (Pharmacological activity); THU (Therapeutic use)! BIOL 

(Biological study) < USES (Uses) 

(cholinesterase inhibitors for treatment of age-related overactive 

bladder and drug screening using change in bladder 

volume, bladder contraction pressure, or residual urine volume as 

index) 

120014-06-4 IKIAPLUS 

IH-Inden-l-one, 2,3-dlhydro-5,6-di»ethOHy-2-((l-(phenylmethyl)-4- 
plperidinyl] methyl]- (9CI) (CA INDEX NAME) 



.3-0 



120014-13-3 HCAPLUS 

IH-Inden-l-one, 2- [ (l-[ (3-fluorophenyl) methyl] -4-piperidlnyl] methyl] -2,3- 
dihydro-S,6-dimethoxy- (9CI) (CA INDEX NAME) 



120014*15*S HCAPLUS 

lH-Inden-l->one, 2, 3-dihydro-6-raethoxy-5- <l-methyIethoxy) -2- 1(1- 
(phenylmethyl)-4-piperidinyl] methyl]- (9CI) (CA INDEX NAME) 



CH2-Ph 



361547-23-1 HCAPLUS 

IH-Inden-l-one, 2,3-dihydro-5,6-dimethoxy-2-[(l-[ (3-methoayphenyl)methyl]- 
4-piperidinyl]methyl] - (9CI) (CA INDEX NAME) 



• hci 
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LANGUAGE: 

FAMILY ACC. NUH. COUNT: 
PATENT INFORMATIWI: 

PATENT NO. 

WO 2006016530 



2006:151208 HCAPLUS 
144:219324 

Transnasal conqposition having inmediate action j 

high absorbability 

Nagata, Ryoichii Haruta, Shunji 

Translational Research, Ltd., Japan 

PCT Int. Appl., 29 pp. 

CDDEN: PIXXD2 

Patent 

Japanese 



KIND DATE 
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AZ, 
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NO, 


RU, 
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TM 





















PRIORITY APPLN. INFO. I JP 2004-233660 A 20040810 

AB Disclosed is a powdery cooposition for transnasal administration which 
contains 

a nonpeptidic nonproteinaceous drug and crystalline cellulose masses having 

a 

specific mesh-size as a carrier therefor. This composition can exert an 
immediate action of the drug and a high absorbability. For example, 
morphine hydrochloride 65 mg and Avicel PH-F20 (crystalline cellulose) 135 

ng 

were blended and nasally administered to monkeys for the determination of 
pharmacokinetic parameters of morphine. 
IT 120014-06-4, Donepezil 

RL: THU (Therapeutic use) f BIOL (Biological Study)) USES (Uses) 
(transnasal powder composition having immediate action and high 
absorbability) 
RN 120014-06-4 HCAPLUS 

CN Ul-Inden-l-one, 2, 3-dihydro-S,6-dimethoxy-2-I tl-(phenylmethyl) -4- 
plperidinyl] methyl]- (9CI) (CA INDEX NAME) 



X) 



N^ 



CH2-Ph 



REFERENCE COUNT: 



14 THERE ARE 14 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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PATENT ASSIGNEE (S): 
SOURCE: 
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LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT NO. 



US 20051B7267 
PRIORITY APPLN. INFO. i 
OTHER SOURCE (S): 
6Z 



2005:904349 HCAPLUS 
143:248270 

Preparation of sulfonylpycrolidines as modulators of 
androgen receptor 

Hamann, Lawrence G./ Bi, Yingzhif Hanfredi, Mark 

Nirachl, Alexandra A.f Sutton, Jaacs C. 

USA 

U.S. Pat. Appl. Publ., 35 pp. 

COOEN: USXXCO 

Patent 

English 
2 



KINO DATE 



APPLICATION NO. 



MARPAT 143:248278 



US 2005-48439 
US 2004-541869? 



20050201 
20040204 



ANSWER 7 or 30 HCAPLUS COPYRIGHT 2006 ACS on STN (Continued) 
III vas prepd. by hydrolysis of (2S, 3R) -1- |3-chloro-4-cyano-2-nethyl- 
phenyl^ulfamoyl) -3-hydroxy-pyrrolidine-2-carboxylic acid Me ester (prepn. 
given) follotred by cyclizatlon. The activity of I was evaluated in 
transactivation assays of a transfected reporter construct and using the 
endogenous androgen receptor of the host cells (no data) . I as modulator 
of androgen receptor should prove useful in the treatnent of neoplasm, 
Alzheioer's disease and obesity. Pharmaceutical cofflpns. comprising I are 
disclosed. 
120014-06-4 

RL: THU (Therapeutic use) t BIOL (Biological study) t USES (Uses) 

(claimed co-drugi preparation of sulfonylpyrrolidines as modulators of 
androgen receptor) 

120014-06-4 HCAPLUS 

IH-Inden-l-one, 2, 3-dihydro-5, 6-dioethoxy-2-[ [1- (phenylmethyl) -4- 
piperidinyl]raethyl]- (9CI) (CA INDEX NAME) 



CH2— 




Title compds. I or II [Rl - H, (un) substituted alkyl, alkenyl, etc.» R2 - 
H, halo, SR6, etc. I R3 and R4 Independently - H, (un) substituted alkynyl, 
cycloallcyl, etc.; R5 - H, (un) substituted aryl, arylalkyl, etc. » R6 • H, 
CHF2, CF3, etc. J X ■• (CH2)n; G - (un) substituted aryl, heterocycle or 
heteroaryl; Z - 0 or NR7; R7 - H, (un) substituted allcyl, alkenyl, etc.; n 
and ffl independently 1-2] and their pharmaceutically acceptable salts, 
are prepared and disclosed as modulators of androgen receptor. Thus, e.g. 
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LANGUAGE: 
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PATENT INFORHATIONt 



2005:902874 HCAPLUS 
143:248277 

Preparation of sulfonylpyrrolidines as modulators of 
androgen receptor 

Hamann, Lawrence H. i Bi, Yingzhii Manfredi, Hark C; 

Nirschl, Alexandra A. i Sutton, James C. 

Bristol-Myers Squibb Company, USA 

PCT Int. Appl.. 91 pp. 

CODEN: PIXXD2 

Patent 

EngUsh 

■2 



PATENT HO. 



KINO DATE 



APPLICATION NO. 



WO 2005077925 




Al 




20050825 




WO 2005- 


US2834 




20050202 
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INFO.: 
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P 20040204 


















WO 200S-US2e34 




V 20050202 



OTHER SOURCE (S)t 
GI 



MARPAT 143:248277 
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AB Title compds. I or II {RI - H, (un) substituted alkyl, alkenyl, etc.i R2 - 
H, halo, SR6, etc. I R3 and R4 independently •• H, (un) substituted alkynyl, 
cycloalkyl, etc.; RS - H, (un) substituted aryl, arylalkyl, etc. r R6 - H. 
CHF2, CF3, etc. I X - (CK2) n> G - (un) substituted aryl, heterocycle or 
heteroaryl; Z - 0 or NR7; R7 « H, (un) substituted alkyl, altcenyl, etc.; n 
and ffl independently - 1-2] and their pharmaceutically acceptable salts, 
are prepared and disclosed as modulators of androgen receptor. Thus, e.g., 
Ill was prepared by hydrolysis of (2S, 3R) -l-(3-chlorc-4-cyano-2-methyl- 
phenylsulfamoyl) -3-hydro>cy-pyrrolldlne-2-carbosyllc acid Me ester 

(preparation 

given) followed by cyclization. The activity of I was evaluated in 
transactivation assays of a transfected reporter construct and using the 
endogenous androgen receptor of the host cells (no data) . I as modulator 
of androgen receptor should prove useful in the treatment of neoplasm, 
Alzheimer's disease and obesity. Pharmaceutical compns. comprising I are 
disclosed. 

IT 120014-06-4, Donepezil 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(claimed co-drugt preparation of sulfonylpyrrolidines as modulators of 
androgen receptor) 

RN 120014-06-4 HCAPLUS 

CN lH'Inden-i-on«, 2, 3-diihydro-5,6-dimethoicy-2-t (I- (phenylmethyl) -4- 
plperidinyl] methyl)- (9CI) (CA INDEX NAME) 



CH2-Ph 



REFERENCE COUNT: 



1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 



10/ 726,486 
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ACCESSION NUMBER: 
DOCUMENT NUMBER! 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE IS): 
SOURCE: 

OOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT NO. 



US 2O051821OS 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S): 



2005:624492 HCAPLUS 
143:222525 

Method of using 3-cyano-4-aeylpyridine derivatives as 
modulators of androgen receptor function, preparation 
thereof, and use with other agents 
Nirschl, Alexandra A,» Hamann, Lavrence G. 
USA 

U.S. Pat. Appl. Pubi., 25 pp. 

COOEN: USXXCO 

Patent 

English 

1 



KIND DATE 

Al 20050818 
MARPAT 143:222525 



APPLICATION NO. 



US 2005-48437 
US 2004-541780P 



20050201 
20040204 



'tl" 



r2x N NR3r4 I 



AB A method is provided for treating androgen receptor-associated conditions* 
such as age-related diseases, e.g. sarcopenia, employing a compound I {Rl ■ 
CN, H; X - 0, S; R2 - (substituted) alkyl, (substituted) cycloalkyl, etci 
R3, R4 - H, (substituted) allcyl, etc.i G - (substituted) aryl, 
(substituted) heteroaryl], or a pharmaceutically acceptable salt or 
prodrug ester thereof. Preparation of selected X is described. I nay be 

used 

in coobination with other agents. 
IT 120014-06-4, Donepezil 

RL: PAC (Pharmacological activity)! THU (Therapeutic use)* BIOL . 
(Biological study) i USES (Uses) 

(cyanoarylpyrldine derivative nodulators of androgen receptor function, 
preparation, and use vith other agents) 
RN 120014-06-4 HCAPLUS 

CN IH-Inden-l-one, 2,3-dihydro-5,6-dimethoxy-2-(Il-|phenylmethyl)-4- 
piperidinyl]Bethyl]> (9CI) (CA INDEX NAME) 



N^ 



CH2-Ph 
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AUTHOR (S) 
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DOCUMENT TYPE: 
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HCAPLUS COPYRICTT 2006 ACS On STN 
2005:498931 BCAPLUS 
143:126558 

Urodynamic assessment of donepezil hydrochloride in 
patients v±th Alshaimer's disease 

Sakakibara, Kyui±i Uchiyama, Tomoyukii Yoshiyana, 
Mitsuharu; Yamanishi, Tomoyukii Kattori, Takamichi 
Department of Neurology, Chiba University, Chiba, 
Japan 

Neurourology and Urodynaraics (2005) , 24 (3) , 273-275 
CODEN: NEUREHf ISSN: 0733-2467 
Viley-Liss, Inc. 
Journal 
English 

Donepezil hydrochloride, a central cholinergic drug, is widely used for 
improving cognitive decline in Alzheimer's disease (AD). Ve investigated 
whether donepezil might affect the lower urinary tract (LUT) 
function in AD. Alzheimer's Disease Assessment Scale cognitive subscale 
(ADAS-cog) (0-70, increase as iiq»airment) , urinary 

questionnaire, and electromyog. (EMG) -cystometry were performed in eight 

patients with AO before and after treatment with 5 rag/day of donepezil. 

The first assessment (before donepezil) showed moderate cognitive decline 

in the patients as a mean ADAS-cog score of 27.0 (range: 17-35) (normal 

<15) . Seven patients had urinary symptoms including 

urinary urgency incontinence in five. EMG-cys tome try revealed 

neurogenic detrusor overactivity in seven with a mean detrusor pressure of 

44.9 cmH20 (20-101), mean bladder capacity of 202 mL (20-412), 

and post-void residuals in none. The second assessment (3 no after 

donepezil) showed a decrease in the ADAS-cog score to 23.3 (11-35) though 

without statistical significance. Urinary incontinence 

disappeared in one and none had a new onset of incontinence. 

EKG- cystoma try revealed an increase in the detrusor pressure on 

overactivity to 54.1 craH20 (20-122), but also an increase in the 

bladder capacity to 234 mL (80-400), and post-void residuals in 

one (40 mL). Although the number of our patients was small, it seens 

possibly that donepezil could ameliorate cognitive function without 

serious adverse effects on the LUT function in patients with AD. 

120011-70-3, Donepezil hydrochloride 

RL: PAC (Pharmacological activity)! THU (Therapeutic use) > BIOL 
(Biological study); USES (Uses) 

(donepezil hydrochloride ameliorated cognitive function without serious 

adverse effects on lower urinary tract function in 

Alzheimer's disease patient) 
120011-70-3 HCAPLUS 

IH-Inden-l-one, 2, 3-dihydro-5. 6-dim«tho>y-2- [ (1- (phenylnethyl) -4- 
piperidinyl] methyl]-, hydrochloride (9CX) (CA INDEX NAME) 



• HCl 



REFERENCE COUNT: 



16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS 
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Preparation of indole derivatives as C0X-1-, C0X-2-, 
and p-catenin-inhibitors 
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Salmedix, Inc., USA 
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CH2-Ph 

N^ 

-CH2~-LJ 



MeO. 



HeO' 



XjQ:: 




AS Title coopds. I {X - C. S, 0* Rl - H, halo, GB, etc.i R2, R3, R4, and R5 
independently - H, SH, CN, etc.f R6, R7, R8, and R9 independently - H, 
N02, CN, etc-» RIO - H, (un)3ub3tituted-alJcyl, -alkenyl, etc.» Y - 
(unjsubstitutcd-alkyl, -alkenyl, -alkynyl, etc. » Z - OH, SH, S02NH2, etc.* 
Bl and Y may cyclize to (un) substltuted-cycloalkyl or -heterocycloaikyl 
group] and their pharnaceutically acceptable salts, are prepared and 
disclosed as inhibitors of COX^l, COX-2, and p-catenin. Thus, e.g., 
II vas prepared by reduction of (5-bromo->7-ethyl-lH-indol-3-yl) -oxe-acetic 

acid 

Et ester (preparation given) folloved by condensation with Bt 
prop! ony lace tate 

and subsequent reduction/Suzuki coupling. The cell cytotoxicity of I vas 
evaluated and revealed that selected co ra pds . of the invention possessed 
LNCap IC50 values in the range of 3-235 na. I should prove useful in the 
treatoent of diseases such as, but not limited to, lung cancer, diabetes 
. and Alzheiner's disease. 
IT 120011-70-3, Donepezll hydrochloride 

RL: THU (Therapeutic use): BIOL (Biological study)) USES (Uses) 

(claimed co-drugt preparation of indole derivs.as C0X-1-, C0X-2-, and 
^catenin-inhibitors) 
RN 120011-70-3 HCAPLUS 

CN IH-Ioden-l-one, 2,3-dihydro-S,6-dimethoxy-2-l [1- (phenylmethyl) -4- 
piperidinyDmethyl]-, hydrochloride (9CI} (CA INDEX NAHE) 



10/ 726,486 
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Preparation of indola darivatives as CX)X-l-< 
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CA 
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2540289 




20041001 


EP 
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A2 




20060719 




EP 2004- 


■809825 




20041001 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, TR, 


GB. 


GR, 


IT, 


LI, 


LU, 


NL, 


SE 


, MC, 
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SI, 


LT, 


LV, 


KI, 


RO, MK, 


CY, 


AL, 


TR, 
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CZ, 


EE, 


HU 
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SK, HR 


PRIORITY APPLN. 


INFO.: 










US 2003- 


•508592? 




P 


20031002 




















US 2004- 


•5S6599P 




P 


20040326 




















VO 2004- 


■US32184 




V : 


20041001 




OTHER SOURCE (S): 
GI 



HARPAT 142:373682 



AB Title conpds. I [X - C, S, Oi Rl » H, halo, OH. etc.; R2, R3. R4, and R5 

independently - H, SH, CN, etc.; R6, R7, R8, and R9 independently - H, 
N02, CN, etc.; RIO - H, (un) aubstituted-alkyl, -alJcenyl, etc.; Y - 
(un)3ub9tituted-allcyi, -alkenyl, -alkynyl, etc.; Z - OH, SH, S02NH2, etc.; 
Rl and Y may cyclize to (un) subatituted-cycloalJcyl or -heterocycloalkyl 
group] and their pharmaceutically acceptable salts, are prepared and 
disclosed as inhibitors of COX-1, COX-2. and p-catenin. Thus, e.g.. 
II was prepared by reduction of (5-bromo-7-ethyl-lH-indol>3-yl) -oxo-acetic 

acid 

Et ester (preparation given) folloved by condensation with Et 
. propionylacetate 

and subsequent reduction/Suzuki coupling. The cell cytotoxicity of I was 
evaluated and revealed that selected coo^s. of the invention possessed 
LNCap IC50 values in the range of 3-235 nm. I should prove useful in the 
treatment of diseases such as, but not limited to, lung cancer, diabetes 
and Alzheimer's disease. 

IT 120011-70-3, Oonepezil hydrochloride 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(claimed co-drug; preparation of indole derivs. as C0X-1-, C0X-2-, and 
^catenin-inhibitors) 

RN 120011-70-3 HCAPLUS 

CN IH-Inden-l-one, 2,3-dihydro-5,6-diBethoxy-2-ltl- (phenylmethyl) -4- 
piperidinylloethyl] hydrochloride (9CI) (CA INDEX NAME) 
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FAMILY ACC. NUM. CCMJNT; 
PATENT INFORMATION: 



2004:565091 HCAPLUS 
141:99726 

Therapeutic fomulations for the treatment of 
beta-amyloid related diseases containing two active 
ingredients 

Gervais, Francine; Bellini, Francesco 

Neurochera International Limited, Svitz. 

PCT Int. Appl., 179 pp. 

CODEN: PIXXD2 

Patent 

English 

10 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



HO 


2004058258 




Al 




20040715 




V: 


AE, 


AG, 


AL, 


AH, 


AT, 
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CN, 
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FI. 
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BJ. 
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CI, CH, 


CA 
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2004071S 


AU 


2003291910 
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20040722 


EP 


1585520 






Al 




20051019 




R: 


AT, 


BE. 


CH, 


DE, 


DK, 


ES, FR, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, MK, 


BR 


2003017747 




A 




20051122 


CN 


1753662 






A 




20060329 


CN 


1753675 






A 




20060329 


JP 


2006512417 




T2 




20060413 


US 


2005031651 




Al 




20050210 


HO 


2005003077 




A 




20050922 



WO 2003-CA2011 20031224 
BA, BB, BG, BR, BW. BY, BZ, CA, CH, 
DM, DZ. EC. EE, EG. ES, FI, GB, GD, 
IN, IS, JP, KB, KG, KP, KR, KZ, LC, 
HD, HG, HX, HN, Mtf, MX, HZ, NI, NO, 
RU, SC, SD, SB, SG, SK. SL, SY, TJ, 
US, UZ, VC, VN, YU, ZA, ZM, ZW 

ZM, ZW, AM, AZ, 
CZ, DE, OX, ES, 
RO, SE, SI, SK, 
HR, NE. SN, TD, 
20031224 
20031224 
20031224 



SD, SL. SZ, 

AT, BE, BG, 

IT, LU, MC, 

GA, GN, GQ, 

CA 2003-2511606 
AU 2003-291910 
EP 2003-767368 



TZ, UG, 
CH, CY, 
NL, PT, 
GW, ML, 



AL, TR, BG, CZ, EE, HU, SK 



PRIORITY APPLN. INFO. : 



BR 


2003-17747 
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CN 


2003-80109946 
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CN 


2003-801099S2 
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JP 


2005-509679 
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-4809B4P 
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2003-4B20S8F 
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2003 -51 201 7P 
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20031017 
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2003-512047P 
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20031017 
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2003- 


-512116P 


P 


20031017 


US 


2003- 


-512135P 


P 


20031017 


US 


2003- 


-746138 


A2 


20031224 


WO 


2003- 


-CA2011 


W 


20031224 



OTHER SOURCE (S): MARPAT 141:99726 

AB This invention relates to methods and pharmaceutical compns. for treating 
aoyloid-p related diseases, including Alzheimer's disease. The 
invention, for example, includes a method of concomitant therapeutic 
treatment of a subject, comprising administering an effective amount of a 
first agent and a second agent, wherein said first agent treats an 
anyloid-p disease, neurodegene ration, or cellular toxicity; and said 
second agent is a therapeutic drug or nutritive sufqileBent. 
Pharmaceutical compns. containing compds. of the invention and a kit 

containing 
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pharmaceutical foraulacions of the invention are also clained. 
IT 120014-06-4, Donepezil 

RL: PAC (Phamacological activity) i THU (Therapeutic U9e)i BIOL 
(Biological study)! USES (Uses) 

(therapeutic formulations for treatment of beta- amyloid related 
diseases containing two active ingredients) 
RN 120014-06-4 HCAPLUS 

CN IH-Inden-l-one, 2,3-dihydro-S.6-dimetho8y-2-[{l- (phenylraethyl) -4- 
piperidinyl]Bethyl]- (9CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 2004:392439 HCAPLUS 

DOCUMENT NUMBER: 140:400095 

TITLE: Stereoisoaers of p-hydrojcy-nilnacipran, and 

therapeutic use 

INV£NTOR(S): Rariy, Roman V. > Heffernan. Michael; Buchwald, Stephen 

L. ; Swager, Timothy H. 
PATENT ASSIGNEE (S) : Collegium Pharmaceutical, Inc., USA 

SOURCE: PCT Int. Appl.. 163 pp. 

OODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 6 
PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 




APPLICATION NO. 




DATE 
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2004039320 
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20040513 




VO 2003-US33681 
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vo 


2004039320 
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CO, 


CR, 


CU, 


C2, 


DE, 


DK, DM, 


DZ, 


EC, EE, ES, FI, 


GB, 


GO, GE, GH, 




GM, 


HR, 


HU, 


ID. 
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OTHER SOURCE(S): MARPAT 140:400095 

AB The invention relates generally to the enantiomers of p-hydroxymilnacipran 
or congeners thereof. Biol, assays revealed that racemic 
p-hydroxymilnaeipran is approx. equipotent in Inhibiting serotonin and 
norepinephrine uptake (IC50 - 28.6 nH for norepinephrine, IC50 - 21.7 nM 
for serotonin). Interestingly, (+) -p-hydrexymilnacipran is a more potent 
inhibitor of norepinephrine uptake than serotonin uptake (ICSO - 10.3 nM 
for norepinephrine, 1050 ■ 22 nM for serotonin). In contrast, 
(-) -p-hydroscymilnacipran is a more potent inhibitor of serotonin uptake 
coiiv»ared to norepinephrine uptake (ICSO - 86.5 nH for norepinephrine, ICSO 
- 40.3 nM for serotonin). The invention also relates to salts and prodrug 
forifts of the abav9 cosqads. In certain embodiments, the cooqpds. of the 
invention and a pharnaceutically acceptable excipient are combined to 
prepare a formulation for administration to a patient. Finally, the 
invention relates to methods of treating mammals suffering from various 
afflictions, e.g., depression, chronic pain, or fibromyalgia, con^ rising 
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administering to a mammal in need thereof a therapeutically effective ant. 
of a compd. of the invention. Compd. prepn. is included. 
IT 120014-06-4, Donepezil 

RL: PAC (Pharmacological activity}! THU (Therapeutic use)f BIOL 
(Biological study) t USES (Uses) 

(p-hydroxynilnacipran stereoisomers, therapeutic use, and use with 
other agents) 
RN 120014-06-4 HCAPLUS 

CN IH-Inden-l-one, 2,3-dihydro-S,6-dimethoxy-2-[[l-(phenylmethyl)-4- 
piperidinyllnathyl]- (9CI) (CA INDEX NAHE) 
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DOCUMENT NUMBER: 140:368732 

TITLE: Methods and coi^wsitions using cholinestecase 

inhibitors for the treatment of nervous system 
disorders and other conditions 

INVGNTOR(S): leni, John: Pratt, Raymond 

PATENT ASSIGNEE (S): Eisai Co. , Ltd., Japan 

SOURCE: PCT Int. Appl., 39 pp. 

CODEN: .PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: BngUsh 

FAMILY ACC. NUM. COUNT: 1 

PATEMT INFORMATION: 
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PRIORITY APPLN. INFO.: US 2002-380B52P P 20020517 

US 2003-447724P P 20030219 

VO 2003-US1S279 tf 20030516 

OTHER SOURCE (S): MARPAT 140:368732 

AB The invention provides methods for treating and/or preventing Alzheimer's 
disease, psychiatric illnesses, encephalitis, meningitis, fetal ale. 
syndrome, Korsakoff's syndrome, anoxic brain injury, cardiopulaonsry 
resuscitation injuries, diabetes, Sjogren's syndrome, mental retardation, 
developmental delay, menopause, strokes, macular degeneration, neuronal 
loss associated with macular degeneration, sleep disorders, severe 
Alzheimer's disease, jet lag, post-traumatic stress disorder, anxiety 
disorders, panic attacks, obsessive-compulsive disorder, amnesia, and 
other disorders by administering to a patient in need thereof at least one 
cholinestorase inhibitor. The invention also provides novel 
pharnaceutical compns. that can be adninistered to the eyes oc to the nose 
of patients. In one enbodinent, the cholinesterase inhibitor is 
donepezil. a stereoisomer thereof and/or a pharmaceutically acceptable 
- salt thereof. In other embodiments, the cholinesterase inhibitor can be 
one or more of phenserine, tolserine, phenethylnorcymserlne, ganstignine, 
epastigoine, tacrine, physostigmine, pyridostigmine, neostigmine, 
rivastigmlne, galantamine, citicoline, velnacrine, hupeczlne, metrifonate, 
heptastigraine, edrophonium, TAK-147, T-82, and upreazine. 

IT 120011-70-3 120014-06-4. Donepezil 120014-09-7 
120014-11-1 120014-13-3 120014-lS-S • 
142057-80-5 142698-19-9 

RL: PAC (Pharmacological activity)* THU (Therapeutic use)* BIOL 
(Biological study) i USES (Uses) 

(cholinesterase inhibitors for treatment of nervous systea disorders 
and other conditions, and pharmaceutical con9}n8.)> 
RN 120011-70-3 HCAPLUS 
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CN IH-Inden-l-one, 2, 3-dihydro-5, 6-diiaethoicy-2-{ [1- (phenylnethyl) -4- 
piperidinyl]Bwthyl]-, hydrochloride (9CI) (CA INDEX NAHE) 



• HCl 

RN 120014-06-4 HCAPLUS 

CN IH-Inden-l-one, 2, 3-dihydro-5, 6-dimethoxy-2- ( [1- (phenylraethyl) -4- 
piptridinyl]aethyl]> (9CI) (CA INDEX NAME) 
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dihydro-5,6-diiaethoxy- (9CI> (CA INDEX NAME) 



120014-15-5 HCAPLUS 

IH-Inden-l-one, 2,3-dihydro-6-iiietho]iy*5- (1-methylvthoxy) -2- [ [1- 
(phanyliB«thyl)-4-plperidinyl]nethyl]- (9CI) (CA INDEX NAHE) 



CH2-Ph 



RN 142057-BO-5 HCAPLUS 

CN IH-Inden-l-one, 2. 3-dihydro-5,6-dimethoxy-2-{ (1- (phenylmethyl) -4- 
i.thvll-. (2S)- (9CI) (CA INDEX NAME) 



piperidinyl] methyl] - 
Absolute stereochemistry. 



RN 120014-09-7 HCAPLUS 

CN IH-Inden-l-one, 5,6-daethoxy-2,3-dlhydro-2-t(l-{phenvlmethyl)-4- 
piperidinyl] aethyl] - (9CI) (CA INDEX NAHE) 



CH2-Ph 
RN 120014-11-1 HCAPLUS 

CN IH-Inden-l-one. 2,3-dihydro-5,6-dinethoxy-2-{ {!-[ O-nitrophenyDnethyl] -4- 
piperidinyl] methyl}- (9CI) (CA INDEX NAHE) 




RN 142698-19-9 HCAPLUS 

CN IH-Inden-l-one, 2, 3-dihydro-5,6-dimetho*y-2- [ {l-(phenylmethyl) -4- 
piperidinylj methyl]-, (2R)- (9C1) (CA INDEX NAHE) 

Absolute stereoc heads try. 




RN 120014-13-3 HCAPLUS 

CN IH-Inden-l-one, 2- ( (1- [ (3-f luorophenyl) methyl] -4 -piperidinyl] methyl] -2, 3- 
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2004:56700 HCAPLUS 
141:150902 

Human liver aldehyde oxidase: inhibition by 239 drugs 
Obach, R. Scottt &iynh, Phuongt Allen, Mary C. r 
Beedham, Christine 

Groton Laboratories. Pfizer Global Research and 
Developaent, Groton, CT, USA 

Journal of Clinical Pharmacology (2004). 44(1). 7-19 
CODEN: JCPCBRt ISSN: 0091-2700 
Sage Publications 
Journal 
English 

The authors tested 239 frequently used drugs and other compds. for their 
potential to inhibit the drug-metabolizing enzyme, aldehyde oxidase, in 
human liver cytosol. A sensitive, moderate throughput HPLC-MS assay was 
developed for 1-phthalazinone, the aldehyde oxidase-catalyzed product of 
phthalazine oxidation Inhibition of this activity was examined for the 239 
drugs and other compds. of interest at a test concentration of 50 \M. 
Thirty-six con^s. exhibited greater than 801 inhibition and were further 
examined for measurement of ICSO. The most potent inhibitor observed was 

selective estrogen receptor modulator, raloxifene (ICSO - 2.9 nH). and • 
tamoxifen, estradiol, and ethinyl estradiol were also potent inhibitors. 
Other classes of drugs that demonstrated inhibition of aldehyde oxidase 
included phenothiazines, tricyclic antidepressants, tricyclic atypical 
antipsychotic agents, and dihydropyridine calcium channel blockers, along 
with some other drugs, including loratadins, cyclobenzaprlne, amodlaqulne, 
maprotlline. ondansetron, propafenone, donqperldone. quinaerine, 
ketoconazole, verapamil, tacrine, and salmeterol. These findings are 
discussed in context to potential drug interactions that could be observed 
between these agents and drugs for which aldehyde oxidase is involved in 
metabolism and warrant investigation of the possibility of clin. drug 
interactions mediated by inhibition of this enzyme. 
120014-06-4, Oonepezil 

RL: PAC (Pharmacological activity); THU (Therapeutic use) i BIOL 
(Biological study) > USES (Uses) 

(cognitive enhancer donepezil ineffective in inhibition of human liver 

aldehyde oxidase) 
120014-06-4 HCAPLUS 

IH-Inden-l-one, 2. 3>dihydro-S. 6-dimethoxy-2- ( [ 1- (phenylmethyl) -4- 
piperidinyl] methyl]- (9CI) (CA INDEX NAME) 
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Agents and crystals for improving excretory 
potency of urinary bladder 

Ishihara, Yujif Doi, Takayuki; Nagabukuro. Hiroshii 

Ishichi, Yuji 

Japan 

U.S. Pat. Appl. Publ., 65 pp.. Cont.>ln-part of U. S 
Ser. No. 787,288. 
USXXCO 
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OTHER SOURCE (S): MARFAT 138:350 

AB Agents for improving potency of the urinary bladder 

which comprises an amine co«q>ound of non-carbamate-type having an 
acetylcholinesterase-inhlbiting action. Particularly, crystals of a 
tricyclic, condensed, heterocyclic derivative are provided, which possess an 
excellent action to inhibit acetylcholinesterase and an action to improve 
the excretory potency of urinary bladder. 

As an example, crystals of 8- [3- (l-[ (3-f luorophenyl) -methyl] -4- 
piperidinyl] -1-oxopropyl] -1, 2. 5, 6-tetrahydro-4H-pyrrolo[3, 2, 1-i j] quinolin- 
4 -one or a salt thereof and pharmaceutical compns. containing them are 
disclosed. 
IT 120011-70-3 

RL: PAC (Pharmacological activity); THU (Therapeutic use) i BIOL 
(Biological study); USES (Uses) 

(agents and crystals for improving excretory potency of 
urinary bladder with acetylcholinesterase-inhibiting 
action) 
RN 120011-70-3 HCAPLUS, 
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The tolerability aixl safety of cholinesteraae 
inhibitors in the treatment of denentia 
Inglis, F. 

Glasgov Heraory Clinic, Clydebank, UX 
International Journal of Clinical Practice, Supplenant 
(2002). 127, 45-63 
CODEN: ICPSFYj ISSN: 1368-S04X 
Hedicoa Intacnational 
Journal! General Review 
English 

AB A review. Cholinesterase inhibitors (ChEls) are dosed in two phases for 
the treatment of dementia, an initial dose-escalation phase to achieve a 
therapeutic dose and a maintenance phase where the therapeutic dose is 
given for long-term therapy. ChEls are associated with a range of side 
effects as a result of cholinergic stinulatlon in different areas of the 
brain and the periphery. Acute, centrally-mediated gastrointestinal 
events (mostly nausea and vomiting) are class effects of all ChEls, and 
are reported mostly during the dose-escalation phase of therapy. These 
events have been associated more with the dual 

acetylcholineste rase/butyrylch 

olinestetase (AChE/BuChE) inhibitor rivastigraine than with the 
AChE- selective inhibitors donepezil and galantamine. probably due to 
rivastigmine's higher potency. However, these events can be minimized 
using slow dose escalation with small dose graduations and adsdnist ration 
with food. Other side effects associated with ChEls include central nervous 
system events, extrapyramidal symptoms, sleep disturbances and 
cardiorespiratory events, associated with cholinergic activity in the 

cortex, 

caudate nucleus, brainstem and medulla, resp., and muscle cramps and 
weakness, cardiorespiratory events and urinary incontinence, 
associated with peripheral cholinergic activity. These syn^toms are mostly 
reported during the maintenance phase of therapy. They are mora 
frequently reported with donepezil, but are rarely reported with 
rivastigraine, and galantamine may not have been marketed long enough to 
make an adequate assessment. These differences are due to the drugs' 
resp. Pharmacol. For exaiq)le, donepezil and rivastigraine are active 
centrally, in contrast to galantamine, which is more active peripherally. 
Furthermore, rivastigmine preferentially inhibits the Gl isoform of 
cholinesterase, predominantly located in the cortex, hippocampus and in 
neuritic plaques, while donepezil and galantamine are not selective for 
any cholinesterase isofonas and have wide cholinergic activity both 
centrally and peripherally. The cholinergic activity of rivastigmine, in 
contrast to donepezil and galantamine, is apparently more targeted at 
clin. relevant brain sites. The Pharmacol, profile of rivastigmine 
results in it having a low potential to interact with other drugs and it 
may be used with a high margin of safety in patients having a wide variety 
of concomitant diseases. Donepezil and galantamine may have significant 
interactions with other drugs that are metabolized by the hepatic 
cytoehrone system and therefore need to be used with caution in patients 
with many concomitant illnesses. When dosed with care, ChEls are well 
tolerated and patient compliance and patient and caregiver acceptability 
are good. The favorable tolerability and safety profiles of these agents 
make them suitable first-line therapy for dementia. In addition, patients 
who have tolerability and/or safety problems in maintenance treatment that 
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limit the use of donepezil or galantamine may benefit from switching to 
rivastigmine. 
120014-06-4. Donepezil 

RL: AOV (Adverse effect, including toxicity)! PAC (Pharmacological 
activity)! PKT (Pharmacokinetics)! THU (Therapeutic use) i BIOL (Biological 
study)! USES (Uses) 

(tolerability and safety of cholinesterase inhibitors in treatment of 

dementia) 
120014-06-4 HCAPLUS 

IH-lRden-l-one. 2.3-dihydro-5,6-dimethoiiy-2-( (1- (phenylnethyl) -4- 
piperidinyl] methyl]- (9CI) (CA INDEX NAME) 
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MARPAT 138:339302 

for enhancing cellular function through protection of 
such as receptors, proteins, lipids, nucleic acids, 
carbohydrates, hormones, vitamins, and cof actors, by administering 
pyrophosphate analogs or related compds. Preferably, the invention 
provides a method for protecting a ouscarinic acetylcholine receptor 
(raAChR) an/or increasing the efficacy of and agent the directly oc 
indirectly affects a nAChR in a subject in need thereof. 
120014-06-4, Donepezil 

RLi BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified) I THU (Therapeutic use) > BIOL (Biological study) > USES 
(Uses) 

(methods and compns. for enhancing cellular function through protection 
of tissue components such as muscarinic receptors by administering 
pyrophosphate analogs and cos^lnation with other agents) 
120014-06-4 HCAPLUS 



10/ 726,486 



ANSWER 19 OF 30 HCAPLUS COPYRIGHT 2006 ACS on STN (Continued) 
IH-Inden-l-one. 2, 3-dihydro-5, 6-dimethoxy-2- [ ( 1- (phenylaethyl) -4- 
piperidin/l]a«thyl]- (9CI) (CA INDEX NAME) 



ANSWER 20 OF 30 HCAPLUS COPYRIGHT 2006 ACS on STN 



xn. 



-CH2 



CH2-Ph 



AOZSSION NUMBER: 



HCAPLUS 



TITLE: 



AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
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136:165284 

Actisraphic sleep-waka patterns and urinary 
6-sulfatoxynelatonin excretion in patients with 
Alzheimer's disease 

Luboshitzky, Rafaeli Shen-Orr, Zilla> Tzischichinksy, 
Ornai Haldonado, Marina; Herer, Paula; Lavie, Peretz 
Haenek Medical Center, Endocrine Institute, Afula, 
18101, Israel 

Chronobiology International (2001), 18(3). 513-524 
CODEN: CHBIE4> ISSN: 0742-0528 
Marcel Dekker, Inc. 
Journal 
English 

AB Recent studies suggest melatonin, due to its antioxidant and 

free- radical-scavenging actions, may play a role in the neuroprotection 
against amyloid, which is implicated in the pathogenesis of Alzheimer's 
disease (AD), in this study, the authors determined urinary 
e-sulfatoxynelatonin {aMT6s) excretion together with actigraphic 
sleep-wake patterns of untreated male patients with AD who lived at home. 
Results were compared with those obtained from normal age-matched elderly 
and normal young male subjects. Similar measurements were also performed 
in another group of patients with AD who were treated with a 
cholinesterase inhibitor (Donepezil, Aricept) . Total 24h aMT6s values 
were significantly reduced in elderly controls (19. 9h ± 5.2 |ig/24h), 
in those with untreated AO (12.7 l 4.4 fA9/24h), and in patients 
treated for AO (12.4 i 4.4 |ig/24h) compared with normal young men 
(32.8 i 3.1 |ig/24h). A day-night difference in aMT6s was evident in 
all young controls, in 50» of elderly controls, in only 20» of patients 
with untreated AD, and in 67% of those with AD receiving Aricept. Sleep 
quality (expressed as sleep efficiency, wake tine, and long undisturbed 
sleep duration) was better in young and elderly controls compared with the 
2 groups of patients with AD. There was no significant correlation 
between aKT6s values or sleep patterns and the severity of cognitive 
iiqsairnent in patients with AO. Taken together, these data suggest that 
disrupted sleep, decreased melatonin production, and partial lack of 

day- night 

difference in melatonin secretion were observed equally in normal elderly 



and 



in patients with AD. Our results do not pecnlt drawing any conclusion as 
to whether changes in urinary aHT6s excretion is correlated with 
disturbed sleep in patients with AD. 
120011-70-3, Aricept 

RL: THU (Therapeutic use) f BIOL (Biological study); USES (Uses) 
(aricept effect on sleep-wake patterns and urinary 

6-sulfatoxymelatonin excretion in patients with Alzheimer's disease) 
120011-70-3 HCAPLUS 

iH-Inden-l-one, 2, 3-dihydro-5, 6-dimethoxy-2- [ (1- (phenylmethyl) -4- 
piperidinyll methyl]-, hydrochloride (9CI) (CA INDEX NAME) 
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WO 2 000 -US 165 




V 20000105 



AB The present invention relates to trlglyceride-f ree pharmaceutical i 

for delivery of hydrophobic therapeutic agents. Compns. of the present 
invention include a hydrophobic therapeutic agent and a carrier, where the 
carrier is formed from a combination of a hydrophilic surfactant and a 
hydrophobic surfactant. Upon dilution with an aqueous solvent, the 

con^osition forms 

a clear, aqueous dispersion of the surfactants containing the therapeutic 
agent. 

The invention also provides methods of treatment with hydrophobic 
therapeutic agents using these compns. A pharmaceutical composition 
contained 

cyclosporin 0.14, Cremophor RH-40 0.41, ArlacellB6 0.29. sodium 
taurocholate 0.26, and propylene glycol 0.46 ag. 
IT 120014-06-4, Donepezil 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(pharmaceutical confins. and methods for improved delivery of 
hydrophobic therapeutic agents) 
RN 120014 -06-4 HCAPLUS 

CN IH-lnden-l-one, 2, 3-dlhydro-5,G-dimethoxy- 2- 1 [1- (phenylmethyl) -4 • 
pipe ridinyl] methyl)- (SCI) (CA INDEX NAME) 
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Urinary incontinence: an unrecognized 
adverse effect vith donepezil 
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Departments of Clinical Neurosclences, Hyogo Institute 
for Aging Brain and Cognitive Disorders, Himeji, 
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Lancet (2000) « 356(9229), 568 
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Journal 
English 

Donepezil has been licensed since 1999 for use in Japan to improve 
cognitive function. Among 94 patients vith probable Alzheimer's disease 
who vere treated vith donepezil, seven developed urinary 
incontinence, although this event was transient in most patients. 
120014-06-4. Donepezil 

RL: ADV (Adverse effect, including toxicity)! BAC (Biological activity or 
effector, except adverse) i BSU (Biological study, unclassified) ; BIOL 
(Biological study) 

(urinary incontinence as adverse effect of donepezil in 

humans with Alzheimer's disease) 
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OTHER SOURCE (S): MARPAT 132: 260683 

AB Drugs for Improving bladder vesical excretory strength 

which contain a non-carbaaate amine compound (Markush's structures given) 

having an acetylcholinesterase inhibitory effect. 
IT 120014-06-4P 

RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
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study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) i 
BIOL (Biological study) i PREP (Preparation); USES (Uses) 

(acetyleholinesterase-inhibiting amines for improving bladder 

vesical excretory strength) 
120014-06-4 HCAPLUS 

IH-Inden-l-one. 2. 3-dihydro-S. 6-dimethoxy-2- [ (1- (phenylmethyl) -4- 
piperidinyl] methyl)- (9CI) (CA INDEX NAME) 



,-0 



120011-70-3 

RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified) I THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(acetylcholinesterase-inhibiting amines for improving bladder 
vesical excretory strength) 
120011-70-3 HCAPLUS 

IH-Inden-l-one, 2, 3-dihydro-S, 6-dimethoxy-2- ( (1- (phenylmethyl) -4- 
piperidinyl] methyl]-, hydrochloride (9CI) (CA IND£3C NAME) 
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1999:778693 HCAPLUS 
132:87724 

Absorption, distribution, metabolism, and excretion of 
donepezil (aricept) after a 9in9le oral administration 
to rat 

Matsui, Kenjif Mishiraa, Hannen) Nagai, Yasushi; 
Yuzuriha, Teruaki; Yoshinura, Tsutoiou 
Drug Dynamics Research Section, Drug Safety and 
Disposition Research Laboratories, Eisai Co., Ltd., 
Ibaraki, 300-2635, Japan 

Drug HetaboUsm and Disposition <1999), 27(12), 
1406-1414 

CODEIN: DMOSAIl ISSHt 0090-9SS6 

American Society for Pharmacology and Experimental 

Therapeutics 
Journal 
English 

Donepezil hydrochloride (Aricept) is a drug for the treatment of 
Alzheimer's disease. The absorption, distribution, metabolism, and 
excretion 

of donepezil vere investigated in male Sprague-Davley cats after a single 
oral administration. Orally administered 14C-labeled donepezil was 
absorbed rapidly. The plasma lavel of unchanged donepezil declined more 
rapidly than that of radioactivity, and the btain level of radioactivity 
declined almost in parallel with the plasma level of unchanged donepezil. 
The ratio of donepezil to total radioactivity in brain was 86.9 to 93. Ot, 
indicating low permeability of the metabolites through the blood-brain 
barrier. No heterogeneous localization of radioactivity was recognized in 
the brain and the concentration in each part of the brain was 1.74 to 2.24 

times 

the plasma concentration Cumulative biliary, urinary, and fecal 
excretion of radioactivity in bile duct-cannulated rats was 72.9, 24.4, 
and 8.84t, resp. , of the administered radioactivity at 48 h after 
administration. These results indicate that the absorption of donepezil 
is almost complete, and that its metabolites are mainly excreted into 
feces through the bile and some of them are subject to enterohepatic 
circulation. The metabolism of donepezil was extensive in rats and involved 
O-denethylation, aromatic hydroxylation, N'dealkylation, N-oxidation, and 
glucuconide conjugation of 0-demethylate. The structures of the 
metabolites were determined by mass spectrometry and IH-NMR anal. In 
plasma, 

urine, and bile, O-glucuronides accounted for the majority of the 
radioactivity, and in brain, unchanged donepezil was mostly detected. No 
metabolites ware found in brain. There was no notable accumulation of 
radioactivity in whole blood and tissues. 

IT 120014-06-4, Donepezil 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(absorption, distribution, metabolism, and excretion of donepezil after a 
single oral administration to rat) 

RN 12D014''06-4 HCAPLUS 

CN IH-Inden-l-one, 2,3-dihydro-5,6-dimethoxy-2-[[l-(phenylmethyl)-4- 
pipe ridinyl] methyl]- (9CI) (CA INDEX NAME) 
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(Continued) 



142641-83-6 147427-77-8 147427-78-9 

RL: BPR (Biological process) i BSU (Biological study, unclassified)} HFH 
(Metabolic formation); BIOL (Biological study)) FORM (Formation, 
nonpreparative) ; PROC (Process) 

(absorption, distribution, metabolism, and excretion of donepezil after a 

single oral administration to rat) 
142641-83-6 HCAPLUS 

IH-Inden-l-one, 2, 3-dihydro-2-[ [1- [ (4-hydroxypheny^)methylJ-4- 
• piperidinyl] methyl] -S, 6-dimethoxy- (9CI) (CA INDEX NAME) 



m 147427-77-8 HCAPLUS 

CN IH-Inden-l-one, 2, 3-dihydro-5,6-dimethoxy-2-£ [ci»-l-oxido-l-(phenylmethyl) - 
4-plperidinyl]Bethyl}- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 147427-78-9 HCAPLUS 

CN IH-Inden-l-one. 2,3-dihydro-5,6*dimethoxy-2-[ [trans-l-osido-l- 
(phenylBethyl)-4-piperidinyl] methyl}- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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HCAPLUS COPYRIGOT 2006 ACS on STN 
1998:748473 BCAPLUS 
130:133615 

Tissue distribution of 14C-donepe2il hydrochloride 
after a single oral administration to male rats by 
autoradiog raphy 

Matsui, Xenji; Tadano, Kyoichii Yoshinura. Tsutonu; 
Ueda, Masataka; Yuzuriha, Teruaki 
Tsukuba Research Laboratories, Eisai Co., Ltd., 
Ibaraki-ken, Japan 

Yakuri to Chiryo (1998), 26(Suppl. 6), S1373-S1378 
CODEN: YACHDS; ISSN: 0386-3603 
Raifu Saiensu Shuppan K.K. 
Journal 
Japanese ' 

AB The tissue distribution of radioactivity in male rats has been studied 
using the technique of whole bcxiy autoradiog. following a single oral 
administration of 14C-donepezil hydrochloride, in aqueous solution at a 

nominal 

dose level of 1 mg/kg. At 0.5 h after dosing radioactivity was found 
mainly in the liver, gastrointestinal tract and organs associated with 
urinary excretion, with lower levels of radioactivity being found 
in the remaining tissues. Only low levels of radioactivity were found in 
the central nervous system with the pituitary gland and pineal body having 
slightly higher concns. of radioactivity than the rest of the central 
nervous system. At 24 h after dosing radioactivity was Dainly associated 
with the gastrointestinal tract and concns. of radioactivity had declined 
in the remaining tissues. By 168 h after dosing, levels of radioactivity 
vere too low for the distribution to be determined 
120011-70-3, Donepezil hydrochloride 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) i BIOL 
(Biological study); PROC (Process) 

(tissue distribution of 14C-donepezil hydrochloride after a single oral 
administration to male rats by autoradiog.) 
120011-70-3 HCAPLUS 

IH-Inden-l-one, 2, 3-dihydro-5, 6-dinethoxy-2-{ (1- (phanylnethyl) -4- 
piperidinyl] methyl]-, hydrochloride (9CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 199B:74S431 HCAPLUS 

DOCUMENT NUMBER: 130:14S194 

TITLE: Absorption, distribution. RMtabolisn and siccretlon of 

14C-donepezil hydroehloridtt after a single oral 
adninistration to beagle dogs 
Hatsui, Xenji; Mizuo, Hitoshii Mishioa, Mannen; 
Tadano, K/oichl> Yoshlnura, Tsutomui Yuzuriha, 
Teruaki; Sato, Tadashi 

Tsukuba Research laboratories, Eisai Co., Ltd., 
Ibaraki-ken, Japan 

Yakuri to Chiryo (1998), 26(Suppl. 6), 51357-S1371 
COOEN: YACHDSt ISSN: 0386-3603 
Raifu Saiensu Shuppan K.K. 
Journal 
Japanese 

Single doses of I4C'donepezil hydrochloride were orally administered to 
beagle dogs to investigate its absorption, distribution, metabolism, and 
excretion. Orally administered 14C-donepezil hydrochloride vas absorbed 
rapidly. The mean blood levels of radioactivity reached a peak 
(119±6.12 ng eq./mL) at l.S h after adninistration, and then decUned 
polyexponentially. The tmax, Cmax, AUC(0-«) and apparent tl/2 for 
the terminal phase was 1.5-2.0 h, 123i7.00 ng eq./mL, 2166^124 ng 
eq-hr/mL and 90.7±16.0 h, rasp. The plasna levels of 
radioactivity were 1.03-2.03 fold higher than blood levels. The mean 
plasma levels of donepezil reached a peak (5.23i0.74 ng/mL) at l.S h 
after administration, and then declined biexponentially. The tmas, Caas, 
AUG(0-6hr) and apparent tl/2 for the terminal 'phase in dogs was l.S-2.0 h, 
5.46*0.56 ng/mL, 20.4i2.77 ng*hr/mL and 3.65f0.96 h. 

resp. The AUC(0-6hr) of the unchanged donepezil accounted for 2.78% of 
the AUG(0-6hr) for total radioactivity. At 1.5 h after administration, 
which is the tmax of plasma radioactivity: excluding gastrointestinal 
tissues as the administration site, the highest concentration of 
radioactivity 

vas found in the bile, the gallbladder and urine in urinary 
bladder. These were 747-106 times higher than the plasma concentration 
Almost all other tissues contained higher levels of radioactivity than 
plasma. In brain as the target organ: except for the hypophysis the 
concentration in each part of the brain vas similar and 1.S7-1.26 times 
higher 

than the plasma concentration At this time point, brain, liver and kidneys 
contained 0.2610. 06%, 22.4±2.68% and 1.10i0.3S% of the 

administered radioactivity, resp. By 48 h after administration, the mean 
plasma level of radioactivity had decreased, however the levels is some 
tissues (e.g. ciliary body, choroidea, sclera) at this time were higher 
than these at 1.5 h. High concns. of radioactivity were detected in the 
bile, gallbladder, ciliary body, choroidea, iris, liver, urine in 
urinary bladder and sclera where the radioactive concns. 

were 2724-18.1 times higher than the plasna concentration By 168 h after 
administration, the mean plasma level of radioactivity decreased to 
2.5610.33 ng eu./nL, which is 1.17% of the maximum level. The 
radioactivity of all tissues except plgownted components in the eye 
declined at similar rate to that of the plasma levels of radioactivity. 
The concentration is other tissues had decreased to <5.02% of the i 
levels. 

The main metabolites after oral administration of 14C-donepezll 
hydrochloride to the beagle dog were 0-glucuronldes of demethylated 
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metabolites and N-dealkylated metabolite. Large amts. of deconjugated 
metabolites were found in the feces. Most of the radioactivity (80.8%) in 
the brain was found as the unchanged donepezil, indicating low 
permeability of metabolites through the blood-brain barrier. During the 
24 h period after administration, 74.3±2.56% of the administered 
radioactive dose was recovered in the excreta, of which 17.8il.63% was 
in urine and 56.5«3.78% in feces. During the 168 h period after 
administration, 98.3±0.87% of the administered radioactive dose vas 
excreted, of which 21.411.71% vas un urine and 77.111.10% in feces. 
The plasna protein binding of total radioactivity at 1.5 h after 
administration vas 57.5+1.03%. 

IT 120011-70-3, Donepezil hydrochloride 

RL: BPR (Biological process); B5U (Biological study, unclassified); BIOL 
(Biological study) i PROC (Process) 

(absorption, distribution, metabolism and excretion of 14C-donepezll 
hydrochloride after a single oral administration to beagle dogs) 

RN 120011-70-3 HCAPLUS 
• CN IH-Inden-l-one, 2, 3-dihydro-5, 6-diraethoxy-2- [ (1- (phenylmethyl) -4- 
piperidinyl] methyl]-, hydrochloride (9CI) (CA INDEX NAME) 



# HCl 

IT 142641-83-6 147427-77-8 147427-78-9 

RL: BPR (Biological process); BSU (Biological study, unclassified)! MFH 
(Metabolic formation); BIOL (Biological study) f FORM (Formation, 
nonpreparatlve) ; PROC (Process) 

(absorption, distribution, metabolism and excretion of 14C-donepezil 
hydrochloride after a single oral administration to beagle dogs) 
m 14 2641-83-6 HCAPLUS 

CN IH-Inden-l-one, 2,3-dihydro-2-t [!-[ (4-hydr0Kyphenyl)methylJ-4- 
plperidinyl] methyl] -5, 6-dimethoxy- (9CI) ICA INDEX NAME) 



147427-77-8 HCAPLUS 

IH-Inden-l-one, 2, 3-dihydro-5,6-dlmethoxy-2-[ [cis-l-oxldo-1- (phenylmethyl) - 
4 -pipe rldinyl] methyl]- (9CI) (CA INDE)C NAME) 
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Relative stereochemistry. 



RN 147427-78-9 HCAPLUS 

CN IH-Inden-l-one, 2,3-dihydro-5,6-dlBethoxy-2-[ltrans-l-oxldo-l- 
(phenylmethyl) -4 -pipe rldinyl] methyl]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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HCAPLUS COPYRIGHT 2006 ACS on STN 
1998:748419 HCAPLUS 
130:148553 

Absorption, distribution, metabolism and excretion of 
14C-donepezil hydrochloride after a single oral 
administration to rats 

Matsui, Kenji; Kagei, Yoshio; Mizuo, Hitoshi; Mishima, 
Hannen; Tadano, Kyoichi; Yoshimura, Tsutoou; Yuzurlha, 
Teruaki; Sato, Tadashi 

Tsukuba Research Laboratories, Eisai Co., Ltd., Japan 
Yakuri to Chiryo (1996), 26(Suppl. 6), S1339-S13S5 
COOEN: YACHDS; ISSN: 0386-3603 
Ralfu Saiensu Shuppan K.K. 
Journal 
Japanese 

Single doses of 14C-donepezil hydrochloride were orally administered to 
rats to investigate its absorption, distribution, metabolism, and excretion. 
Orally administered 14C-donepezil hydrochloride was absorbed rapidly. In 
intact rats, the mean blood level of radioactivity reached a peak (61.1 
1 6.26 ng eq./mL, mean 1 S.E.M.) at 30 min after administration, and 
then declined vlth 2 small peaks at 6 and 14 h. AUC(0-72h) was 1346 1 

66.8 ng'eq. h/mL. In bile duct-cannulated rats, the mean blood 

level of radioactivity reached a peak (107.3 1 29.9 ng eq./mL) at 1.0 h 
after administration, and then declined. AUC(0-72h) was 657 1 38.0 ng 
eq.-h/mL. The plasma levels of donepezil declined more rapidly 
than those of radioactivity. In contrast, brain levels of radioactivity 
declined in a manner similar to the brain levels of unchanged donepezil. 
The ratio of donepezil to total radioactivity in brain 0.5, 4, and 8 h 
after administ ration vas 93.0%, 87.9%, and 86.9%, resp., indicating low 
permeability of metabolites through the blood-brain barrier. At 30 min 
after administration except for the gastrointestinal tissues at the site 
of administration, the highest concns. of radioactivity were found in the 
liver, pancreas, hypophysis, adrenals, kidneys, and bone marrow, which 
were 31.9-11.4 times higher than the plasma concentration Brain, liver, and 
kidneys contained 0.19 1 0.05%, 14.0 1 2.62%, and 1.4B 1 0.34% of 
the administrated radioactivity, resp. In brain as the target organ, 
radioactivity was measured sep. In the cerebrua, hypothalamus, 
hippocampus, striatum, cerebellum, and hypc^hysls. Except for the 
hypophysis, the concentration of radioactivity In each part of the brain was 
similar and 1.74-2.24 times higher than the plasma concentration At 168 h 

ir 

administration, no radioactivity was detected in any tissues except for 
the testis and liver, in which the concns. were 0.931 and 0.06% of each of 
the maximum The main metabolites after oral administration of 14C-donepezil 
hydrochloride were glucuronlde conjugates of demethylated oetabolites and 
N-dealkylated setabolite. Large amts. of deconjugated metabolites were 
found in the feces. During the 24-h period after administration, 91.2 
1 0.71% of the administered dose was recovered in the excreta, of which 

36.9 i 0.61% was in urine and 54.3 ± 0.32% in feces. By 168 h after 
administration, 98.9 i 0.77% of the administered dose was excreted, of 
which 39.2 £ 0.65% was in urine and 59.7 i 0.64% in feces. 
Cumulative biliary, urinary, and fecal excretion of 

radioactivity after a single oral dose of 14C-donepezil hydrochloride to 
bile duct-cannulated rats were determined In the bile, 70.1%, 72.2%, and 

»% 

of administered radioactivity was excreted by 12, 24, and 48 h after 
administration, resp. In the urine and feces concurrently collected, 
24.41 and 8.84% of the administered radioactivity was excreted by 48 h 
after administration, resp. These results indicate that the metabolites 
of donepezil are mainly excreted into feces through the bile. By 48 h, ' 
97.3% of the administered radioactivity was recovered in the urine and 
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bils. Plasma protein binding of total radioactivity at 30 min and 4, B» 
and 12 h after adainistration was 57.9 ± l.S5%. S9.0 i 2.90%, 64.8 
± 2*61t. and 64.1 i 0.691, resp., vith no changes In the binding 
depending on collection tine. 
120011-70-3, Oonepezil hydrochloride 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) t PROC (Process) 

(absorption and distribution and metabolism and excretion of donepezil 

hydrochloride after single oral administration) 
120011-70-3 HCAPLUS 

IH'lnden-l-one, 2, 3-dihydro-5,6-dinethoxy-2-tCI-(phenylmethyl) -4- 
piperidinyl] methyl]-, hydrochloride (9CI) (CA INDEX NAME) 
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• HCl 

120011-70-3D, Donepezil hydrochloride, metabolites 

RL: BSU (Biological study, unclassified) i HEM (Metabolic formation) i BIOL 
(Biological study) i FORM (Formation, nonpreparative) 

(absorption and distribution and metabolism and excretion of donepezil 

hydrochloride after single oral administration) 
120011-70-3 HCAPLUS 

IH-Inden-l-one. 2,3-dihydro-5,6-diBethoxy-2-( [!• (phcnylmethyl) -4- 
piperidinyl] methyl]-, hydrochloride (9CI) (CA INDEX NAME) 
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1998:747944 HCAPLUS 
130:134062 

One-year oral toxicity study of donepezil 
hydrochloride in dogs 
AUTHOR (S): Auletta, Carol S.» Mitchell. John M. » Richer, Ward R. i 

Noguchi, Masayoshi; Sagami, Fumiko 
CORPORATE SOURCE: Huntingdon Life Sciences, Millstone, NJ, USA 

SOURCE: Yakuri to Chiryo (1998), 26(Suppl. 6), S1197-S1225 

CODEN: YACHDSf ISSN: 0386-3603 
PUBLISHER: Raifu Saiensu Shuppan K.K. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AS This study was designed to assess the potential toxicity of donepezil 
hydrochloride when administered orally, in gelatin capsules, to Beagle 
dogs (6 per sex per group) for up to 12 mo at doses of 0.6, 2, and S mg/kg 
of body weight per day. Control animals (6 per sex) received gelatin 
capsules containing S mg per kg of body weight per day of the carrier 
(a-lactose, hydroxypropyl cellulose) . Two animals per sex per group 
were selected for interim necropsy after 6 mo of treatment. No chronic 
toxic effects occurred. There was no mortality attributed to donepezil 
hydrochloride. One control animal died of non-treatment-related causes 
during the second week of the study; all other animals survived to study 
termination. Treatment- related pharnacol. effects consistent with the 
action of this drug (cholinesterase inhibition) consisted of salivation in 
all dose groups and lacrimation and tremors and (or) hyperactivity in the 
mid- and high-dose groups (2 and 5 mg/kg/day) . Possible Pharmacol, 
effects consisted of sUght decreases in vater conauiq}tion, urine volume, 
and urinary electrolyte excretion in high-dose males and (or) 
females and slight decreases in urine volume and urinary 

electrolyte excretion in ndd-dose males. Changes in food consumption were 
limited to slight decreases in the high-dose group during the first week 
only. Cmax and AUC clearly increased with increasing dosage, and these 
increases appeared to be more than dose-proportional. No sex differences 
in toxicokinetics were found in any dosage group. No treatment-related 
adverse effects were evident from body wts., Ophthalmol, examns., clin. 
pathol. studies (hematol., clin. biochem. , and protein electrophoresis), 
or postmortem evaluations (organ wts. and macroscopic examns) . 
IT 120011-70-3, Donepezil hydrochloride 

RL: AOV (Adverse effect, including toxicity); BPR (Biological process); 
BSU (Biological study, unclassified) ; BIOL (Biological study) ; PROC 
(Process) 

(toxicity of donepezil hydrochloride in dogs after oral administration) 
FN 120011-70-3 HCAPLUS 

CN IH-Inden-l-one, 2, 3-dihydro-S,6-di.methoxy-2-[ [1- tpheiiylBethyl)-4- 
piperldinyl] methyl]-, hydrochloride (9CI) (CA INDEX NAME) 
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1998:747925 HCAPLUS 
130:134061 

One-year oral toxicity study of donepezil 
hydrochloride in rats 

Auletta, Carol S.; Mitchell. John H.t Richer, Vard R.i 
Taki, Toyohiko; Sagami, Fumio 
Huntingdon Life Sciences, Millstone, NJ, USA 
Yakuri to Chiryo (1998), 26(Suppl. 6). S1177-S119S 
CODEN: YACHDS; ISSN: 0386-3603 
Raifu Saiensu Shuf^an K.K. 
Journal 
English 

This study was designed to assess the potential toxicity of donepezil 
hydrochloride when administered orally, via oral gavage, to Spragua-Dawley 
rats (40 per sex per group) for up to 12 mo at doses of 1, 3, and 10 mg 
per kg of body veight per day. Control animals (40 per sex) received the 
vehicle (distilled vater) at the same dose volume as administered to the 
treated animals. Five animals per sex per group were selected for 
pharmacokinetic anal, and 10 animals per sex per group were selected for 
interim necropsy after 6 mo of treatment. Expected Pharmacol, effects 
%rere seen at all doses. The only toxic effect was a decrease in body weight 
gain in animals which received the highest dose (10 mg/kg/day). There was 
no mortality attributed to donepezil hydrochloride. Signs consistent with 
the Pharmacol, action of this material (cholinesterase inhibition) 
consisted of miosis in all drug-treated groups and salivation (males and 
females) and f asciculation (feiaales) in the group which received 10 mg/kg. 
Increased wts. of the salivary glands in this group, with no histopathol. 
changes, appeared to be associated with the increased salivation. Increases 
In urinary electrolyte concns. and total electrolyte excretion 
in some treated groups for 4 h post-dose but not at 4-24 h or in the 
combined 0-24 -h values at month 3 was considered to be a Pharmacol, 
resulting from cholinergic action of donepezil hydrochloride. Decreases 
in body weight gain occurred in animals which received 10 mg/kg/day. No 
effects on body wts. were evident in the groups which received 1 and 3 
ng/kg/day. Flasu concns. approx. increased with dose-related manner and 
repeated administration in both sexes. Slightly higher plasma concns. 
were observed in females than in the males in each dosing group. No 
treatment-related adverse effects were evident from food consumption, 
Ophthalmol, examns., clin. pathol. studies (hematol. and clin. biochem.), 
or postmortem evaluations (organ wts. and macroscopic and microscopic 
examns.). Based on these results, the no-toxic-effect dose for oral 
administration of donepezil hydrochloride to Sprague-Dawley rats for 1 yr 
was 3 mg/kg/day. 

120011-70-3, Oonepezil hydrochloride 

RL: ADV (Adverse effect. Including toxicity) i BPR (Biological process) » 
BSU (Biological study, unclassified)! BIOL (Biological study): PROC 
(Process) 

(toxicity of donepezil hydrochloride after oral administration) 
120011-70-3 HCAPLUS 

IH-Indan-l-one, 2, 3-dihydro-5.6-dimethoxy-2-( [1- (phenylmethyl) -4- 
piperldinyll methyl]-, hydrochloride (9CI) (CA INDEX NAME) 
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AB E2020 (I) is a new cholinesterase inhibitor with a novel chemical structure, 
which is under clin. investigation for use in Alzheimer's disease in Japan 
and the USA. Three sep. studies were conducted to evaluate the safety and 
to establish the pharnacokinetic profile of E2020 after oral 
administration to healthy male subjects. E2020 was administered as: (1) 
single oral doses (0.3 mg, 1 mg, 2 mg, S mg, 8 mg and 10 mg) in a fasting 
condition, (2) a single oral dose (2 mg) after a meal and (3) repeated 
oral doses (2 mg once daily for 21 days) . The concns. of E2020 and its 
metabolites in plasma, serum, urine and feces were determined by HPLC 

methods 

with UV detection. E2020 was generally well tolerated by all subjects. 
In the single-dose study, there was a linear relationship between dose and 
mean AUC. The mean plasma half -life was about 50 h and was 
dose^independent. The total clearance and renal clearance of E2020 were 
also dose-independent and the mean values after 10 mg dosing were 9.7 L/h 
and 0.B6 L/h, resp. The cumulative total urinary and fecal 
excretion of the sum of unchanged E2020 and Its metabolites at 264 h after 
the administration of the single 10 ng dose was 36.lt and 6.6% of the 
dose, resp. The mean serum protein binding was 92.61. No effect of food 
intake on the pharmacokinetics was observed Evaluation of the mean trough 
levels and AUCO-24 of E2020 indicated that a steady-state was achieved 
after approx. 2 wk of daily dosing. 

IT 120013-84-5 142641-83-6 

RL: BIOL (Biological study) 

(as E 2020 metabolite, in feces and urine of human) 

RN 120013-64-5 HCAPLUS 

CN IH-Inden-l-one, 2, 3-dihydro-5.6-dinethoxy-2-[ [1-oxldo-l- (phenylmethyl) -4- 
piperldinyl] methyl]- (9CI) (CA INDEX NAME) 
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RN 142641-83-6 HCAPLUS 

CN IH-Inden-l-one, 2.3-dihydro-2-{[l-( (4-hydroxyphenyl)methyl]-4- 
piperidl^yl]Bethyl)-5,6-dimethoxy- (9CI) (CA INDEX NAME) 




IT 120011-70-3, E 2020 

RL: BIOL (Biological study) 

(metabolism and pharmacokinetics of oral, in human) 
RN 120011-70-3 HCAPLUS 

CN IH-Inden-l-one, 2, 3-dihydro-S,6-dinethoxy-2-([l-(phenylaethyl)-4> 
pipe ridinyl] methyl]-, hydrochloride (9CX) (CA INDEX NAME) 




• HCl 



